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The listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims : 

1. (Currently Amended) A compound of formula (I), or an enantiomer or diastereoisomer 
thereof, or a salt, hydrate or solvate thereof: 



Ar-(Alk) 




wherein Ar represents an optionally substituted plienvl arvL heleroarvL C ii-^^x^ evcloalkyl or 
h e terocyoloakyl group ; 

R represents hydrogen or Ci-Ce alkyl, or C3-C6 cycloalkyi; 



Alk represents a divalent Cj-Cs alkylene or C2-C5 alkenylene radical; and 



Ri and R2 taken together with the nitrogen atom to which they are attached form a piperiizinvl 
riji g \m\i heterocycloa l kyl ring whicii is optionally fas e d to a rsecond Ct A h cyclonlkyi or 
hotorocyc l oaiky i ring, the mid firgt and iK>cond ringn being ^ optionally substituted by at least 
one group of formula (II): 



-j-mx<^piMk^z (II) 

wherein m, p and n are independently 0 or I ; 

Z represents, hydrogen, or an optionally substituted carbocyclic or heterocyclic ring of from 5 
to 7 ring atoms which is optionally fused to another optionally substituted carbocyclic or 
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heterocyclic ring of from 5 to 7 ring atoms; 

Alk^ and Alk^ independently represent optionally substituted divalent CrCa alkylene radicals; 

X represents -0-, -S-, -S(0)-, -S(02)-, -C(=0)-, -NH-, -NR3-, 

-S(02)NH-, -S(02)NR3-, -NHS(02)-, or -NR3S(02)-, where R3 is Ci-Csalkyl. 

2. (Original) A compound as claimed in claim 1 wherein R is hydrogen. 

3. (Original) A compound as claimed in claim 1 wherein R is methyl. 

4. (Original) A compound as claimed in claim 1 wherein R is ethyl, n-propyl, isopropyl, n-, 
sec- or tert-butyl, cyclopropyl, or cyclopentyl. 

5. (Currently Amended) A compound as claimed in Claim 1 wherein Ar is a ;>-ef 
niembered m o nocyclic nrvl or h e i e ronryl ring, wh i ch in opt i ona l ly substituted by at least one 
substituent selected from (Ci-C3)alkyl, (Ci-C3)alkoxy, hydroxy, hydroxy(CrC3)alkyl, 
mercapto, mercapto(Ci-C3)alkyl, (Ci-C3)alkylthio, halo, trifluoromethyl, trifluoromethoxy, 
nitro, nitrile (-CN), -COOH, -COOR^, -C0R^,-S02R^, -CONH2, -SO2NH2, -CONHR^, - 
S02NHR'^, -CONR^R^, -S02NR^R^, -NH2, -NHR^, -NR^R^, .OCONH2, -OCONHR^ , - 
OCONR^R^, -NHCOR^, -NHCOOR^, -NR^COOR^, -NHSO20R^, -NR^S020R^, - 
NHCONH2, -NR^CONH2, -NHCONHR^, -NR^CONHR^, NHCONR^R^, or - 
NR^CONR^R^ wherein R^^ and R^ are independently C1-C3 alkyl, phenyl or a 5- or 6- 
membered monocyclic aryl or heteroaryl ring. 

6. (Currently Amended) A compound as claimed in claim 5 wherein the plienvl ring is 
ef>lief va l-t^ i4>.s{-i tfc^e^f-ls- s li bs t i t u le (I i n the 4- position4n44>e"eafie"el~a-(>-meB}beris4-m^^ 

7. (Canceled) 

8. (Previously Presented) A compound as claimed in Claim 1 wherein optional substituents 
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in Ar are selected from methoxy, ethoxy, trifluoromethoxy, methyl, ethyl, trifluoromethyl, 
hydroxyl, mercapto, fluoro, chloro, and bromo. 

9. (Original) A compound as claimed in claim ^^JLwherein Ar is 4-(CiC3alkoxy)phenyl. 

10. (Previously Presented) A compound as claimed in claim ^i wherein Ar is 4- 
ethoxy phenyl. 

11. (Previously Presented) A compound as claimed in Claim 1 wherein Alk is -CH2-, - 
CH2CH2-, -CH2CH(CH3)-, -CH2CH2CH2-, -CH2CH2CH2CH2-, -CH=CH-, -CH2CH=CH-, - 
CH2CH=CHCH2-, or -CH=CHCH=CH-. 

12. (Canceled) 

13. (Canceled) 

14. (Previously Presented) A compound as claimed in Claim 1 wherein in the group (II), 
when present, p is 0, Z is hydrogen and at least one of n and m is 1 . 

15. (Previously Presented) -A compound as claimed in Claim 1 wherein in the group (II), 
when present, m, n and p are all 0 and Z is a carbocyclic or heterocyclic ring directly linked 
to a ring carbon or ring nitrogen of the -NR1R2 group. 

16. (Previously Presented) A compound as claimed in Claim 1 wherein in the group (II), 
when present, p is 0, at least one of m and n is 1, and Z is a carbocyclic or heterocyclic ring 
linked to a ring carbon or ring nitrogen of the -NR1R2 group via a CrCt alkylene linker 
between Z and the -NR1R2 ring. 

17. (Previously Presented) A compound as claimed in Claim 1 wherein in the group (II), 
when present, p is 1 . 

18. (Original) A compound as claimed in claim 1 of formula (IB) or (IC) or an enantiomer 
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or diastereoisomer thereof, or a salt, hydrate or solvate thereof: 




CONHOH 



(IB) 



(IC) 



wherein R is hydrogen or methoxy, R3 is trifluoromethyl, trifluoromethoxy Ci-Caalkoxy, 
hydroxy, or halo; R4 is (i) -SO2R5 or -COR5 wherein R5 is Ci-Cealkyl or phenyl or 
monocyclic heteroaryl having 5 or 6 ring atoms, optionally substituted by (Ci-C3)alkyl, (Ci- 
C3)alkoxy, hydroxy, hydroxy(CrC3)alkyl, mercapto, mercapto(Ci-C3)alkyl, (CrC3)alkylthio, 
halo, trifluoromethyl, trifluoromethoxy or (ii) phenyl or monocyclic heteroaryl having 5 or 6 
ring atoms; optionally substituted by (Ci-C3)alkyl, (Ci-C3)alkoxy, hydroxy, hydroxy(Cr 
C3)alkyl, mercapto, mercapto(Ci-C3)alkyl, (Ci-C3)alkylthio, halo, trifluoromethyl, 
trifluoromethoxy. 

19. (Original) A compound as claimed in claim 18 wherein a heteroaryl ring forming part of 
R4 is pyridyl, pyrimidinyl, triazinyl, thienyl, or furanyl. 

20, (Previously Presented) A compound as claimed in Claim 1 having the stereochemical 
configuration shown in formula (I A): 




CONHOH 
(lA) 
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21. (Currently Amended) A compound as claimed in claim 1, which is selected from the 
group consisting of: 

6 ( 4 e thoxy - phenylV3S ]>ydro?(y 3R (pyrrolidine 1 carbonyl) hexanoic ocid hydroxyamide.: 
5^R4^>r-7H:lHnetbex:y-'M 

n.t.f.i.li:<:\.w;Aii....lirt.\/.iiAiio.i<:?i....f^i.\if ii... '-^ \.' \ < «^ i vi « /■! * 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(3-methoxy-phenyl)-pipera2ine-l-carbonyl]- 
hexanoic acid hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(4-methoxy-phenyl)-piperazine-l-carbonyl]- 
hexanoic acid hydroxyamide; 

6-(4-ethoxy-pheny l)-2S-hydroxy-3R-(4-pyridin-2-y 1-piperazine- 1 -carbony l)hexanoic acid 
hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-(4-pyridin-4-yl-piperazine-l -carbony 1)- 
hexanoic acid hydroxyamide; 

6 - ( 4 e th o xy p h e ny lj-rS hy droxy ■■ 3R "f^ morpholin e 4 cai'bony l ) h e xanoic acid 



64 4-^y^i->Xry- t>hett>4)-3^>4^'dff h»ty--:J^R-(3^4^^^ 
a cid h y df oxyaniid e .j; 

6 (^ 1 e lhoxy ph e ny l ) 2S hydroxy 3R (thiomorpholine 1 carbonyO h e xanoic acid 
hydroxyannde.; 
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3R (1 b ei nyl piperidine 1 carbonyl) 6 ( 4 e thoxy ph ef y l) 2S hy d roxy hexanoic acid 

li\n'i^irf > v.\.'.L4 Hit 1/1 A,...:. 

3R-(4-benzo[l,3]dioxol-5-ylmethyl-piperazine-l-carbonyl)-6-(4-ethoxyphenyl)-2S-hydroxy- 
hexanoic acid hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-(4-pyridin-4-ylmethyl-piperazine-l-carbonyl)-hexanoic 
acid hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-(4-benzylpiperazine-l-carbonyl)-hexanoic acid 
hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-(4-pyrimidin-2-yl-piperazine-l-carbonyl)-hexanoic acid 
hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(4-trifluoromethyl-pyrimidin-2-yl)-piperazine-l- 
carbonyl]-hexanoic acid hydroxyamide; 

6-(4-ethoxy-phenyl>2S-hydroxy-3R-[4-(4-chloro-pyrimidin-2-yl)-piperazine-l-carbonyl]- 
hexanoic acid hydroxyamide; 

3R-[4-( 4,6-dimethoxy-'[l,3,5]triazin-2-yl)-piperazine-l-carbonyl]-6-(4-ethoxyphenyl)-2S- 
hydroxy-hexanoic acid hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(3-trifluoromethyl-phenyl)-piperazine-l-carbonyl]- 
hexanoic acid hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(2-fluoro-phenyl)-piperazine-l-carbonyl]-hexanoic 
acid hydroxyamide; 

h e xano i c uoid hydroxyamide.^ 

6 ( 4 ethoxy phenyl) 2$ hydroxy 3R [ 4 (,mothyl propyl amino) piporidino Icorbonyl] - 
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hexnnoic ncid hydroxynmide.: 

6 (1 e thoxy ph e nyl) 2S hydroxy 3R (3S benzyl morpholine 1 carbonyl) hexanoic acid 
hydroxyaniide.; 

6 ( 4 ethoxy ph e nyl) 2S liydroxy 3R. (3S isobutyl morpliohno 4 carbony l ) hoxanoie acid 
hydFex-yan^iiieTs: 

6 (4-elho xy phe n yl ) 2S hydr o xy 3 R " (3 S ] -pheny l morpholin e 4 carb o n} !) h exanoic acid 
h ydr o xy am i de;: 

3R-(4-benzyl-3RS-methyl-piperazine-l-carbonyl)-6-(4-ethoxy-phenyl)-2S hydroxy-hexanoic 
acid hydroxyamidcT; 

3R-(3S7^4-dibenzyl-piperazine-l-carbonyl)-6-(4-ethoxy-phenyl)-2S-hydroxyhexanoic acid 
hydroxyamidcT; 

3R-(4-benzyl-3RS-phenyl-piperazine-l-carbonyl)-6-(4-ethoxy-phenyl)-2S-hydroxy-hexanoic 
acid hydroxyamidcT; 

4-(4-benzo[l, 3]dioxol-5-ylmethyl-piperazin-l-yl)-2S, N-dihydroxy-4-oxo-3R-(4-. 
trifluoromethoxy-benzyl)-butyramideT; 

3 R benz yl 2S, N dihydroxy 4 niorpholin 1 yl 4 oxo butyr ami d e.^ 

3R ( 4 B o n^y l oxy benKyI) 2S, N dihydroxy 4 oxo 1 piperidin 1 y l bulyraniido.^ 

?^ M Hih'L'Hri 



4-(4-benzo[l, 3]dioxol-5-ylmethyl-piperazin-l-yl)-3R-( 4-benzyloxy-benzyl)2S, 
N-dihydroxy-4-oxo-butyramide; 
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6 (3. 5 bii i trhliio r om e thy l phenyl) 2S hydroxy 3R (morpholine 1 carbonyr)hex»no i c acid 

3R ( 4 benzy l pipcM'idino 1 carbonyl) 6 (3,5 bir? Vrifluoro methyl phenyl) 2S hydroxy 
hexanoic acid hydroxyamid>: 

6-(3, 5-bis-trifluoromethyl-phenyl)-2S-hydroxy-3R-(4-pyridin-2-yl-piperazine-l-carbonyl)'- 
hexanoic acid hydroxyamide; 

6 (3, 5 b i s trifluorom e thyl ph e nyl) 3R (6, 7 dim e thoxy 3, 4 d i hydro 1 H ifioquinol i n e 2 
carbonyH 2S hydroxy hexanoic acid hydroxyamide: 

6 (3> 5 bi«i triflnoromo thyl ph o fu l j 2S hyd r oxy i^R (pyrrolidine 1 carbonyl) h e xan o ic acid 

3R-(2S-benzyl-4-methyl-piperazine-l-carbonyl)-6-(4-ethoxy-phenyJ)-2Shydroxy-hexanoic 
acid hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(4-trifluoromethoxy-benzenesulfonyl)pipera2ine-l- 
carbonyl]-hexanoic acid hydroxyamide; 

6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(toluene-4-sulfonyl)-piperazine-l-carbonyl]- 
hexanoic acid hydroxyamide; 

3R-[4-(5-bromo-thiophene-2-sulfonyl)-piperazine-l-carbonyl]-6-(4-ethoxyphenyI)-2S- 
hydroxy-hexanoic acid hydroxyamide; 

3R-[4-(5-benzenesulfonyl-thiophene-2-sulfonyl)-piperazine-l-carbonyl]-6-(4-ethoxy- 
phenyl)-2S-hydroxy-hexanoic acid hydroxyamide; 

3R-[4-(4-butoxy-benzenesulfonyl)-piperazine-l-carbonyI]-6-(4-ethoxy-phenyl)2S-hydroxy- 
hexanoic acid hydroxyamide; 
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6-(4-ethoxy-phenyl)-2S-hydroxy-3R-[4-(4-methoxy-2,3, 6-trimethylbenzenesulfonyl)- 
piperazine-l-carbonyl]-hexanoic acid hydroxyamide; 

3R-[4-(3,4-dimethoxy-benzenesulfonyl)-piperazine-l-carbonyl]-6-( 4-ethoxyphenyl)-2S- 
hydroxy-hexanoic acid hydroxyamide; 

6-(4-methoxy-phenyl)-2S-hydroxy-3R-[4-(2-fluoro-phenyl)-piperazine-lcarbonyl]-hexanoic 
acid hydroxyamide; 

6-(4-methoxy-pheny!)-2S-hydroxy-3R-(4-pyridin-2-yl-piperazine-l-carbonyl)-hexanoic acid 
hydroxyamide; 

6-(4-fluoro-phenyl)-3R-[4-(2-fluoro-phenyl)-piperazine-l-carbonyl]-2S-hydroxy-hexanoic 
acid hydroxyamide; 

6-(4-fluoro-phenyl)-2S-hydroxy-3R-(4-pyridin-2-yl-piperazine-l-carbonyl)-hexanoic acid 
hydroxyamide; 

3R-(4-benzyl-2S-methyl-piperazine-l-carbonyl)-6-(4-ethoxy-phenyl)-2S-hydroxy-hexanoic 
acid hydroxyamide: 

3R-(4-benzyl-2S-methyl-piperazine-l-carbonyl)-6-(4-methoxy-phenyl)-2S-hydroxy-hexanoic 
acid hydroxyamide; 

3R-(4-benzyl-2S-i-butyl-piperazine-l-carbonyi)-6-(4-methoxy-phenyl)-2S-hydroxy-hexanoic 
acid hydroxyamide! 

3R-(4-benzyi-2S-methyl-piperazine-l-carbonyl)-6-(4-fluoro-phenyl)-2S-hydroxy-hexanoic 
acid hydroxyamide; 

3R-(4-benzyl-2S-i-butyl-piperazine-l-carbonyl)-6-(4-fluoro-phenyl)-2S-hydroxy-hexanoic 
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acid hydroxyamide; 

4-[5-(4-ethoxy-phenyl)-2R-(lS-hydroxy-hydroxycarbamoyl-methyl)'pentanoyl]-2S-rnethyl- 
piperazine-l-carboxylic acid tert-butyl ester; 

4-[5-(4-ethoxy-phenyl)-2R-( lS-hydroxy-hydroxycarbainoyl-methyl)-pentanoyl]-2S-i-butyl- 
piperazine-l-carboxylic acid tert-butyl ester; 

4-[5-(4-methoxy-phenyl)-2R-(lS-hydroxy-hydroxycarbamoyl-methyl)-pentanoyl]-2S- 
methyl-piperazine-l-carboxyiic acid tert-butyl ester; 

4-[5-(4-methoxy-phenyl)-2R-(lS-hydroxy-hydroxycarbamoyl-methy])-pentanoyl]-2S-i-butyl- 
piperazine-l-carboxylic acid tert-butyl ester; 

4-[5-(4-fluoro-phenyl)-2R-(lS-hydroxy-hydroxycarbamoyl-methyl)-pentanoyl]-2S-methyl- 
piperazine-l-carboxylic acid tert-butyl ester. 

4-[5-(4-fluoro-phenyl)-2R-(lS-hydroxy-hydroxycarbamoyl-methyl)-pentanoyl]-2S-i-butyl- 
piperazine-l-carboxylic acid tert-butyl ester; and 

6-(4-ethoxy-phenyl)-2S-methoxy-3R-[4-(2-fluoro-phenyl)-piperazine-lcarbonyl]-hexanoic 
acid hydroxyamide. 

22, (Previously Presented) A pharmaceutical composition comprising a compound as 
claimed in Claim 1, together with a pharmaceutically acceptable carrier. 

23, (Canceled) 

24, (Previously Presented) A method of treatment or prophylaxis of-4i5eai^es~<>F-e^.m4W^^ 
f e spon fTi v e io i n i iibiiion o f MM P 12 (Hul/ o r MMP O atlhriiis in mammals , which method 
comprises administering to the mammal an effective amount of a compound as claimed in 
Claim 1. 
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25. (Canceled) 




26. (Previously Presented) A method as claimed in claim 24 wherein the d i r>eo? i e or 
condition \n bone resorption, lunioi i r <^rowth or invasion by secondary niotastase s : arthritis is 
se lect ed from rheumatoid arthritis, septic arthritis, osteoarthritis, periodontitia, gingiyiiis, 

e .g . flbroaiK post radioih e rapy, k e r o ti d scarring, liver fibrosis and cyanic fibrosis; chron i c 
obstructiv e pulmonaiy disease: bronchiti;?; aGthnia; autoimmun e dis e ase; iranr^planv rejectiofi 
f e .jj;. i; .ira(t v e rsus host dis ea s e ) rc.VBl:ic fibrosis: pseriiMH t n - o r psoriatic arthritis; deg e n e rat i ve 
carti l age loss; inf l ammatory gastric conditions, e.g. Crohn's dis e as e , inflammatory bow e l 
di i ^ ea s e, and ulc e rat ive col itis ; a to p i c de rn Hvtilis;: e p i d e rmolys i s bul l osa; e pid e rm i c u lc o rali oBt 
a-^«iH*-(>pathy-^>f 4>ef>lm>paU^y^ 

th e nervous system . 




Claims 27-30. (Canceled) 
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